REMAR KS 

Rnclcsed herewiLh in full ccimpliance z:j 3' C.F.R. §:^i.821- 
1.5'25 IS a secjna Sutstitute Sequenc.e Listing zo be inserted into 
the spieci f icat. i'ln as indicated abi-ve. The se:::nd Substitute 
Sequene^i^ Listing in no way intrioouces new rrir"irter int:) the 
sf-ec i f Loat ion . Also submitted herewith in full oornpliance to 37 
S.R.R. §§1.321-1.325 is a disk copy of the Subsoil, ute Sequence 
Listing. The disk cc^py of the Sequence List:ing, ^ll^: ''2001-11-1 ? 

31-0 lij 9R CRF.txt", is identical t'l the paper copy, except that 
it lEiOKS formatting. 

3e-:juenoes disclosed in the applicaticn that were nc^t 
P'revioisly made part of the Sequence Listing cis originally filed 
cOi Ac'iil 4, 20ij1 have been included in the second Sulostitute 
Sequence Listing encloseci herewith. The newly ad(ied sequen'::es are 
f'jund m Figures 5b and 6 which are submitted c:-ncur2~ent ly herewith 
and part of the crigmal International Application P OT / DKO 9 /O O 5 2 5 
I'f which the present application is a Natic-nal Stage Appl i ::at i-jn 
pursuant to 35 d . S . C 371. The amendments are being made t :> 
reference the sequences by their SEQ ID NC's. Nj new matter is 
int rendu sed by these amendments. 
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I: ::-cess5ry, r-e -.r^-.-! < r- L :.er is nereoy au i. r. ::■ r : i- ;i lm this, 
scnsur r em , and future rer ; : , z : sharqe payrr.er. t r ' r e i i t: ar:y 
overpayrr^eiit r.o Deposit. Acceae^ \] . for any a:iai* ior.al fees 

required under 37 C.F.R. y i.l6 or under 37 C.F.R. 1.17; 
particularly, extension of time fees. 

Respect full y submi 1 1 ed, 

BIRCH, STEWART, KOLASCH & 31RCH, LLP 
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Attachments : 



Version with MarKings to Shsw Changes Made 

Liis< Oljpy of Sequence Listinij 

E'af'er Cojjy of Sequence Listing 

Cop'y i)f Notification of Defective Response 



VERSION WITH MARKINGS TO SHOW CHANGES MADE 



added material is ncjted ir. doIo un^ier.lme; [oeleted material j is 
n o ti e d in t' r a 'C k e t 3 / 

I n trie Specification : 

Please replace the para^rap^h i:?eginnirig on page 14, line 12, with the 

following rewritten paragraph : 

--Fig. 5: The FGF genes arid proteins. A: Exon-intron structure 
of the human and mouse FGF8 ge^nes. Bellow is illustrated the 
eight ^i^ifferent splice f(:rms ( f rc'm Gomel 1996). B: Amino acid 
seguence (SEQ ID NO: 34) of tne different FGF8 isoforms. The 
P'O'lypecoide stretches unigue to FGF5b, FGFHf, and Fi3F8e are 
indicated by h^old and italic or- underlined typefaces. FGF^a is 
the sFijrtest variant containing none of these highlighted 
seguenoes. The signal pe]C'tide is expected to be cleaved C- 
terminally zc Ala2o. The tw<:) cysteine residues found in iriatur-E; 
FG;F3(all isofc-rms) are indicated oy thick un'derli ning . The rwj 
pC'tential N-glycosylat ic^n sites of FGF8b are indicated by N. 
Num.bering is acccurdong to FGF8b.-- 

Please repla::e the paragraph beginning on page 14, line 25, with the 
f ollowma rewritten paragrapn : 



--Fia. : 1 1 ^ u:^ r r a r i ons m: r.r.c^ rear airreraaa varr^:ir.ra rr 
For-r .:^::-sr .jaed ror auaovac: ra::;r r-.ar . 'Jpper panel: Taeorearaal 
rroaels ar aae iasert icTi-c oina s of r n'^- epiarpea using the F':;F2 
ary3t.a.l saructure as temp'laae. Lcwer panel: Amma acid 
seqa-rnces of the wild type FGF5t iWT) ana the four variants 
F:J:], F21, F3:i, and F2 1 (SEQ ID NOS : 35-39, respectively) . 
The signal pe-ptide is a-:arke(i w:.th single underlining. The 
ins-rrted p>eptidt^:!S are marked witn iooncde underlining. The N- 
termi.nal sequence ([^etAlai of a]_l variants is {::iue ti- 
generation oi a p:ozak-sei::uence (?'(jzak 19al) for better 
aransJ.at ic-n in eakaryot i r syst^^ms . 

Please replac::e the r^aragrap'h beginning on p^age 31, line 17, with tne 

f ol lo'wing rewritten p-a r agr ap'h : 

--iDnc- especially preferred PAltRF fi'eptide is the one having tne 
a mm. :) a c i d s e q u e nee AK F V AA W T L KhAA (SEQ ID NO: 40) o r a n 
immanobigically effective suosequence thereof. This, and itner 
epLr. jp.es havin(^ the same lack I'f MHC restriction are preferred 
T-cell epitopes which should r^e present m the analogues used 
in the inventive method. Such su{:ier-pr::;miscuous epitopes will 
allrw feu: the mi-st simple emb'Odimtent s 0:f the invention wherein 
only one sinr^le analc-gue is presented to the vaccinated 
anim.al's im.miune system. -- 

Please replace the paragrap^h beginning on page 89, line 22, witri tne 

f oll<jwin<j rewritten para graph : 

--H-^ince, an i!TLC"jrtant embodrm.ent of the miethods of tn-r 
invention is one wherein ^ne for-a:gn T-cell epitape rs 
intraduoea i r. a oart of the Feri arrrno acid sequence aefined 



: •/ :.r:e -iruino r: urr.be r i na in SFli ZZ' [I....: (also shown in SEQ 

ID NO: 4) po-i-io-s ar:d/or 5^^-"^3 aiia^cr 103-:i'^ ana ^or 

149-163 ancl''::r 311i-224 and/'-jr 250-264 nnii-cr 325-333 and3c^r 
3 3 9-13;. anj''::r 4^:5-47^ and/n-r 339- 593 an:l'c^r h32-65n and3c'r 
653-66" and/ijr 661-*:75 an-d/'jr c';';-709 arid'7:r 710-730, cf. the 
Examp'les . -- 



Please replace t:he p-araciraph h-eqi r.niH'g en pa(g'r 9^. , li]\e 7, v;ith tne 

fol lowing rev;rint en p'.^raqraph : 

--FiOFSt' has t^y several envest.igat : rs been shown very efficierio 
in mducin'ii the transformation cf N1H3T3 or 3C115 cells 
(Miyashita lc94, r^jiihara 1-94, Lorenzi 1995, MacArthur 19l^ba) . 
By using re-:Mmbinant ly e:-:pressed p-rciteins, it has also been 
sniiwn that th:is induction :>f morph jlo-gic -5:1 trhanges is far more 
efficient witri FOr-^::): tnan when using FGFOa or FGFSc (MacArthur 
11^953, Ohosh 1996- . Inte r^=^s t ing l.y , :.he Il-terminal half of the 
F6'iF:o rnoleL:ule .ul'jne, was sn :>wn tc be sufficrient f jr 
-.ransf ormatron -jt tlIH3T3 cells, and everi the small FGFOb 
SF^OL-ifiv: peptide tjVTVQSSPMFT ) (SEQ ID NO: 41) could enable the 
cells- tc: ^rctw 2-3 times longer tnan rioirnal m Ci . 1 ^: serum 
( Ru :ii'a- Oangu Ly l-^9-3} . - i.r thei nii-re , aIH 5T3 cells stably 
t i-ans f e ite :1 withi an expression ve::tor enceciing FGF8b has been 
repjrt^^id t :> be very tum.origenic when in]ected int ra-jcular ly 
intj nude mice (rljuhara 1994, Ghosh 1996).-- 

Please repd.a:e the par;^graph beginning cn page 101, line 29, witn 
the following rev;ritten paragraph: 



sequrrnce ie fined t y : r . i TiO: : (encoded by nucleotide 

sequence SEQ ID NO: 5) p:..-irior.3 1-54 and/ci: l"'?-21r and/c^r 
.:5-58 and'jr G3-c8 and/or '^2-^-: and/or 35-51 ar.d/or 95-112 
and -.r lOti-lll and /or 115-120 and/ or 123-134 and/.jr 1 3 B- 14 4 
anj'jr 14-^-154 and/ or 158-1(d2 and/or 173-177. Iz should r 
nc'::-:::! that. it is esp'e':ially preferred not t-j intri)'iui'e 
variitic-ns or m : d i f i ca t i "no? m cn:-3itiC'ns 2 6-4 5 and m tne 2- 
torrainus start mo at ami.ni) a.cL:is 136-2 15, sinco thes^- 
sirotches shcv; :ne leasi homili'ay with a rtz'cently :iii^coveri-o 
pii jtoin, F(2F-28, which seems zo ce expresses in a variety if 
ni'n-tumi'ur tissues. -- 

Please rep)lace tne parauiaph bc^qlnrang cn page 114, line 1, with tne 

f ollowiriq rewr i t zen paragraph : 

--The expu-essed hl'SM m..tant p'roteins will be iesignatea 
F'rJiS . , where the first is the insertion regic^n used fiu" 
insertiiri if P2, ami the seci^nii _ is the mserti.on reqii-n 
useo for 120. If P2 'ir F2-'Ci is ni't p^resent in the tirotein, the 
number 0 (zen) is designBLod. The wild typ^e iiPSM is 
aesiqnatea PRiiSO.O. PROS! 10. 'J is the hPSM ammo acids 4 37-^50 
pri'tein pu : duct . HIS tagged cuo-mdns are called HIS-PR2)S 
As His ta:js has oeen used. SE2' ^2 NO: 21 (amino acid sequence 
shown in SEQ ID NO: 22) for expressim in yeast and bcicteria, 
whereas SK 2 IP' Ij O: 2 3 (amino acid sequence shown in SEQ ID NO: 
24) has been used fir expressi'in m m.amm.alian cells.-- 



exprc:3Sion vectors have oeen vvr;vasei from I n v i t r gen . Tne 
vectfjr pPICZVA carries a methanvl induritlc^ prc^moter upstream 
c^i" the pslyslcning site, whereas the pGAPZVA vector exprs-ss 
prjt-Eiins C'jnst itutit^ely . Both vectors eriC'tde the V- factor 
sesretiDn signal m or:ler to export the re S'jmtiinant prct.^ios 
ttj the ned_i\:m. The selection system of theses veotci-s is r.e-ssin 
rs'sistance. The sequer.ces encoding hth3M0.C-, aria rLFSM)Q.i] (as 
v;ell as jne hPSM mutant, hPSMl.l, cf. bel^w) were sutc[v;-ned 
in::.) th^'ise vectors (in-fram.e V7ith a C-terminal c-myc 
i dentif icat it>n epitr)p.e, SE-j, ID MD: 2^ (amino acid sequence 
shown in SEQ ID NO : 28)) . -- 



Please repdaoe thne- paragrac-h beginning on p^age l.::8, line 16, with 

the f C'll<: wing rewritten para grap h : 

--Cu r-rent ly , variDus l-UF\ va :-cinat i C'n experiments '^re cngi ing 
usin^ hP3M C':'nst roots . 'iariius humsn Pt'M wilcitype an^i Auti'Vas 
C'lnstructs ;such as e.g. hPSMO.O, hPSM);).0, hPSM'O.fj, hPSMl. .1, 
h-SI^lL.j) have t'Oren subcl sn.ed into DNA vaccination ve::tirs 
(soon as pc[j:JA3. 1 {-^; , p^i'PNAj .!(-), pVA>: and pZeoSVi ) . In s ime 
of tne constructitns, ui f f erent leader seguences (sush as the 
C-PllE;, tPA, and IL-5 leader sequences; nucleotide SEQ ID IMS: 
1 =0 11, and 31, and amino acid SEQ ID NOS : 30, 26, and 32, 
respect ively;^^ have been included directly N-terminally and in- 
fraiT.e to allow s^rcret i ::>n it the exp'ressed nPSM proteins in 
i^ivtu All the constructions m DNA va s sina t i cii vectirs have 
been verified bv ITJA seouencino and in v^ too t ransiat im . -- 



lease rep'..:^ee zr\e paraqrapn ce^ : : iwiir.':: caae 153, ]:ne Ic, v;..ie 

he fcllciwmq rewritren r^aragr apr. : 

"-The inrernal variants of FGF8b fF3CI and F2 1 ; were 
constructed by replacing external loops in the FGF2 structure 
with the epitopes [P2 and P30^ P30 and P2 , respectively, 
whereby the beta-barrel structural backbone of the FGF 
structure presumably will remain unchanged.-- 



